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Introduetion 
Natamycin or pymaricin is a 14hite to creamy-,.,hite almost tasteleas and 
almost odourless, crystalline powder. Is is a fungicidal antibictic 
and antimycoticum of the polyene macrolide group, and is produced by 
the actinomycete Streptomyces natalensis. 
The chemica! formula is C33H47N013, the molecular weight 665.74 and 
the structural formula 
NH, 
Na tamycin 1vas discovered in 1955. 
It i s applied in human medicin as therapeuticum in gynaecology and 
dermatology. However, this application is becoming less important 
nowad ays, because for these purposes better roedieins are on the market 
now, i.e. imidazole preparates , introduced in 1977. 
At the other hand, the use as antimycoticum for the preservation of 
food is still growing . Especially on cheese and sausages it has become 
wide application. In dairy industry natamycin is applied in cheese 
coatings, and it turned out to by effective in preventing mold forma-
tion without affecting the behaviour (taste, appearance) of the 
cheese . In these respects natamycin is superior over alternative pro-
ducts (ref. K1-K5) . 
The fungis was discovered by A.P. Struyk in a soil sample origenated 
from the environment of Pietermaritzburg in the province Natal, 
Republic of South Africa. From the find-spot the fungis got the narnes 
pimaricin and natamycin. It is produces and patended by Gist-Brocades 
N.V., Delft, The Netherlands (U . S. P. 3 , 892, 850) . 
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According Lo inte rnational consideration, n.1tamycin has heen tox j colo-
gically evaluat ed by the Joint FAO/I~HO Expe rt Committee on Food llddi-
tives (JECFA) (lit: L6, L7). JECFA concluded that obj ec tions to the 
use of therapeutic antiblotics in food occur slighthy or not at all 
with natamycin. 
An acceptable daily intake of 0-0.3 mg/kg body weight was allocated. 
JECFA has also established specifications for id entity and purity of 
natamycin for use as antimicrobial food additive (L8, L9, Gulde 
to the safe use of food additives; second series, CAL/FAL 5-1979) . 
In its 11th session the Codex Committee on Food Additives accepted 
the conclusions of JECFA classified natamycin as catagory A (1) addi-
tive *), and endorsed it for cheese with a limit of 2 mg/kg in the 
rind without plastic coating and 500 mg/kg in the plastic coating 
(ALINORM 78/12). 
Within EEC, natamycin has been discussed in the Scientific Committee 
for food, resulting in an advice for acceptance of natamycin on cheese 
and sausages (L14) . This advice is in discussion now in the EEC werking 
group Additives. 
In national legislation, natamycin is allowed as antimycoticum in a 
number of countries for some food products, as indicated in the fol-
lowing table. 
*) Catagory A (1) additives are those which have been fully cleared by 
the Joint FAO/I~HO Expert Committe e on Food Additi ves and have 
either been given an "acceptable daily intake" or have nat been 
limited toxicologically. 
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Table 
Official clearances for the use of natamycin for food preservation. 
Argentina \•dne 
Belgium cheese and sausages 
Canada cheese 
Chile in and on food 
Finland cheese 
Fr a nee cheese and sausages 
Ireland cheese and sausages 
Israel cheese and sa usages 
Italy cheese 
Luxemburg cheese and sausages 
Nexico cheese and sa usages 
Netherlands cheese 
Norway cheese 
South Africa cheese , sausages, softdrinks and wine 
Spa in cheese and sa usages 
s,~eden cheese 
Switzerland sa usages 
Turkey cheese 
Venezuela cheese and sa usages 
Yougoslavia cheese 
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L I T E R A T U R E L I S T 
N A T A M Y C I N 
Composed by: Dr. W.G. de Ruig 
J.J. van Oostram 
RIKILT 1980 
CC' l\ l L!\TS 
A Nn l amycin, g e n erRl n r li c Je s 
B No lo mycin in food 
c Nalnmycin in and on ch e e s e 
D Natamycin in and on ment p:röducta 
E Natnmycin in juices and win es 
F Natamycin in and on otbe:r p:roducts 
G Natamycin, medical use 
H Natamycin, taxicity . 
J Natamycin, microbiological articles 
K Natamycin, compared with other fungicides 
L Natamycin, legal situation and purity specifications 
M Natamycin, analytical methods, chemical structure and properties 
decomp~sition products 
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A NATAMYCI N, ge nero l nrticluG . 
A.1 l'lmaricin (De lvocid) 
C:• ·neral information- discovery - properties- stability- activity _ 
I oxi c ity. 
H•·port Gi s t-Brocad es 1971. 
A. 2 P l rt>df'ICin- .·.'lilt is it? 
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Pimaricin, e in Antibiotikum gegen Schimmel; 
Zu samn>cnset7,un g , A.nwcndu n g , D·::>S ie ru ng 
Chem. Zentralblatt 1 3 8, 16, 133, Nr. 3226 (1967) 
VAN EEK, Th. 
Pimaricin: The des irability of aàdi ng an Jntibiotic to fooà . 
9th Januar-y 1967 . 
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A 7 Pimarlcin: multig e neration and reproduetion study -• 
Food and Drug Res e arch Laboratori e s . 
A.B GB 
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B. 2 Pimaricin ( =Delvocid) Application for clearance of its use on food . 
Report Gist-Brocades 1974. 
B. 3 Meyer 
Antibiotica Tylosin · und Pi m~r i c in zur Ko n servie rung von L c b e n s mi tt e In 
Allgemeine F leischwir tsch aft 1 6, 3..:,-34 (1964) 
B.4 Delvocid mould prevention for food pro duct s . 
Gist Brocades. 
Product bulletin. Del-Ol/7 8.05.Am.l0 . 
• J<ierm e icr, F . 
Z urn Eins;1tz. von Piril ;\J'i c in i'.IIJ ' V è J"hinderung dc1· Schinln )c lpili'.-
e ntwi c ldung ~uf Lebe n s mitte ln 
Z. L e ben s m. Unter s . Forsch . .!2..!_, 17 9- J HG (197 3 ) 
B. 6 Pimaricin. The desirability of adding an antibictic to food . 
B.8 
Th. van Ee k Gist-Brocades 1967. 
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Justification for the use of pima-
ricin to prevent fun9al growth in food Smink 
C NA T A l-1\' C I N j n n 1111 on c h (! c :~ (' 
C. 1 Pjmaricin ( ==De lv ocid) Application on c h ecse 
C.2 
C.3 
Report Gist-Brocades 1971. 
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( !.'QULD CCJ!HflOL ON CHEESE. EXPE R J ENC E \'.' I TH J• OlA' ~d t!:,l ~-OflBATE 
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che'-•s e i n o:.:-,st ie ;:>..Je. · ·~ · ··:.· . 
F . . .. kas. J. K:ss , 
C-:> :1 t, rood fles. !n~.· •. • H(•nman Otto ut 15 , H- 1 022 Buda f)e s t, 
Hu"l~I·'~"Y , 
/ • .: til A ' in~ t> n tari.::~, 1~·ïG , 5 , :> , 107-118 
l :!PÇ; U ~Çlo'?S : !:n 
2 :::: re 1 • 
C.,~\ i iÇJ t' C '1Ct'S C , 0"L';::>,l" c· C i! '. t"l e Hungar•ian Jns!i t utt• for 
Da •" vinr u~in -;; u:' i:l·-· ( · .• <.~':;:>d 1·: '1ey) containing üelv,>c i c!e 
(LlQ . : L· L'~~, so't.: ~ i 0;1 of ~·~J p~·: _,,. , c,n :tnd 0 . 67~ N~Cl }, · ... ~, s pac:\ ;, g c-cJ 
in p'.1· .. •. •cs cuntaine" S ;: · ... ,, to•'cd ë• ~ 10- 14 c!cy c . Tn ._.. cn, :·l~i'-' 
\r v ' :!":l,l' ce~: Cl' t..:nt ~ 1''.(! D; .. . ~ .... :c~ · -, ê\Ctivity in t~e c..He:~~c \• .. as 
! ,.,v ... ·~ ~iç:··~r· ~ . CO"'f>~ t·~.~ti\o. ' s~uc! i c$ \'Jt? f' e r nt ~ (! ~.: :.s t o tn(\ 
pi~" .t": c· ~· ~~.·r~stt~v; :\1 ;• • i~.~ ':;::'.. o~e .. ~~-'Jr' a<.!inÇJ c:P)~: citv o f \" l"·~:s! 
::.: . ... . 1~ i:.. o ' ..... '. C:l-! ( r\. n ~.;;~\ ~..: ~ ~·'·.:·~tn Co tt i~ ~·L1 c n'-"'c:>c. '~he 
c:ff ,_.ne·1~e i'1 b~c•.e r:.-,· C'-' · '·' : ::-.:-:1vL·C':1 so111p ! es c,f 2 5 OP 250 mu 
ç:/m 1 iq i~;é~ : pit•l.-~1" 1~· '' c ... ·nc•) , in ~ ht? brine ë'nd tne CCJr\ tr-o~ 
s.:~~II , J !cs ~-.u~ in s, i g'1i f ~ç;t • i t u· , :! c~~~''' ~l·:'d only sl i gn t ly c!urin·.:' tne 
lt>5: ::>"'" 'cd . ;hé· v '<::')lc y<·:-!s ~ co~nt in thc bri n c contvin i ng 
p i n1.:r•,cin i:t ~~~;0 f': ... <J /:· ~ ~ ..... ~~ t.5 X lo .. ,•eP tllön tne contPO ' 
silrnnl es pven a ~ :t1C? L""~0 (J l r, niP~; o f t•le sto,..nge J.,>erior! . Q. n'ing 
s t o, .. ;~ ç 0 , thc yeas: C"C.> '....:'î! •r~ ~·'ç contr• o 1 S3:np!ë--:> gr<!<Ju:tlly 
inc•-\.1 :':5ed, ,.. ·,i!t...• ''"' '.11L· ~~~"·;:r1 ~'5 C0'1 ~.:!i ni n g plrnilricin a stronç} 
f u n ,l',té!tic , O" i ur g' ~ : e! ;•' c•ff C?c : ,, , ;,n if t>~ tcc1 i t sf:lf . During 6 
.,.,.". s toPilÇC pi•~::~ r·c'r : ·~·n·..>l•'<::ec t'1c Cott :H.JC ct1ccse t oa u ..:p t h 
of 1 c " <: ·1c :•1e ,,::i\' i l\· of ~·1 .:- ë: n~i!.J io tic dec r t><~scd; t he 
relutlve dec~;:>asc in . : ct' v ·~ y !Je :~; mOP 2 ~xtcns i ve in somoles 
1d tn lo· .... in~ : ' ;il ~; ... ,,";C .. , co·H .. " .• ~-:, 111u g/ml) . The y.:>ilst 
st r' ~1ins !so~2:cc f,... :.; .. C"(:-~ ··: Cv '..t ël V~ \.;ncese d ld nat sn o~ .. · 
1nc~osc c:.:-gn <> :!onç c .::;<:c • : ·,· ano t !le diffc•' Cnce in pimat•icin 
5ensi t iv i ~v oi :n.? c :· f"'"~" ' ' y<:i:5 ts \''i:lS ins ign if iC<~nt . Tl1c 
~in • r1um •nn'!.Ji:ony co·1cn . ut PifTiaricin •,,'é'S o f __t t1e Of'd.:?r of 
5- 10 rnu <.J/ml , "'l!:.ISuf'C:d by ttH~ <tg :.l'-dif f us i on tecn""I"C· 
! nc id;:>nce nnu cor~:r•ol of rr.ycotox in producing mo1ds in 
dorn . .:.·~ , t ic Llfld ir";:>o ·•tod c.;r't...'-.!"JL·~ . 
[!_ 1 llC'nlf'iln , L . !3 . l!n t.? "n ::l tionill Union of Pure ö App l icd 
C"le: ··i 5: ry , :o' ycotox ins Sy:n~o~.: !..:r•1): 
~vr:. uf Fooc Sc i . • ~ Te::n., Uni v . of Nt'braska, Linco ln , 
N..:~~~s ka 68503, USA. 
,\ r:nul•~S Ct' ln t ~ utri:ion c>: de 1'A1 i mcntation , 1977 , 3 1, 
4 /5 / 43 5 -4 ~G 
5~.:- A1~o: ~92378 000~0 -0578~ 
l.i!l\)UilGC 5 : ~'1 
10 re!. 
!.~ ) u:ds \\ere isol<tl"'é f•·o:n mou l cy cht>t>~e trimrning s and botn 
n o n -":ou!tly ilnd r!loL:ldy Si! ' t~ :)les of t! ..)~cl estic an<J ir.-~portt>d ret<til 
silmp:es of ctlCC'se. The mu]Ot' i ty of 1110 ulc5 fou nd wePe 
Pc n •ci 1 1 i UI" spp . /.oou t 4~ ~ wt•rc 5pp . ;q 1ovm t o be Cilpable o f 
proJuc i nQ rt>cogllizcd "'VCO\uxin5 ( P . cyclopium , P . v i ridiC<l lum , 
,\5;.lc'rg i llu5 f :avu s <1·1d A. uc-t:•é!ceus ) . r:ost o f t!1~ :noultls 
i~::·:.:c~ !I.:C ;:-~'/Cî!'O~ · ·c~ ;:hic prO;.) \..·r-tics i!nd \-.:ere c~~:Jüb1e of 
gro.<i ng ilt 5 d~g C . 5<'·'~'<:t~·s 1,0"e p<tr ti illly effectivc i n 
oel:ly i ng gro,d~ , but G5- 75~ : cd t :OL' r:>oulc isolates ~~cl'e CilPilble 
of in it i<-ltinç gr•o .-:t h in t ne pr·es<.•nce of 0 . 3% potas5iulll sor·bate 
witni n 7 dnys ill 5 .:Je\) C . 0'1 l '1? other h.::~n d, p i mnr' ic in 
pre,en t ed tnc çno,· .. th vf <t 1 1 ~"<' r·~).:lc 'solatt-5 at 12 önd 5 tlcg 
C , ;,11d of C)G ~(. of ·~~e iso1<:: "..(' ~ .::! : :t5 ceçJ C fon at l0nst 7 d:1ys. 
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,,· ! ' , .. ,.~"' - '_' '} ·.· : .•:: :) ::.; :...•: .. :: ,· ~-~ c. ~ Ll~C! ~ C 1\C ! O ~,\Cl ER!:, OR ~·.' !TH 
s•. : ·;,· ':~':-CY :O: C~-:0 .:. : · :~ . _ ;; :1:•:::s •,,'[RE Cé~ S::R ·.'~Q DUI!IIG 
h~ 9 :. • . : \S f" r: C•· :::::.::. <['~: :.'.. !:SS~ "' .\'·/ OR !:.Q:.JIIL~- ~. 9 0 OIIYS FCJ=I 
S:.~· .· : fC'f? ',' ,\ T: ':.\ , ·. ~S : ·:' :: ~ -Y . r{ ,\1/.~~._E f,CJD l TY A~~J PH . 
H Y G: ::: ~ ! C CC ~~: ~ :~~S ~· . ) ~~J :T ! ON ~F ! ~H l 9 ! TOR Y 5U~ 5T A~C !:S O ! D 
C•1E FSE OF 100-::>00 ~. ~. D!:GfiEE ·:s T IIC I OJ1 Y 11 1 CLUSUil r: U~ C1)': 1 :• ' '1[fl 
\•.' !1 11 \•.'t,EY !:lfl!r;E OF ?00 ~~. ~~!..GRU: i·~ 1 IIC ! O !Tl i\'1~ 'L-! : , ;,~T 
cc::nEr.;~ . PIIS T!:.JfiiZED t. r ·t"J - ï G s::.aEGnEE ï.s c t.':O l .'. •u LLLJ sErokE 
USE . S~ I !.'E FOJ< !,I.\ !101 : [)!D NOT /IFFE Cl CII E I :J[ Q.; /•Ll ' f. •. S!:E 
F 0 L L 0 ::I '>:.; 11 !..l_S T ~? . l ( S 1\ ;\ ) · 
(S ~ ~JY 'Je f~' \ Gl~::J.\:.. p;(~._' ,\1/1..1 ! 0~~ FOR TRAPP ! ST C HCESE D'..JR!t~G 
R: :> r. •; : · .. . ) 
v·.:'-· :: ~ c, I . ç 
r.· ·- l..:::. ;\ :, :\s " \ 'O , 
~ . t i1Q'Jé:Ç:l'S : ~· ~ 
ll rEF , 
: 97 3 . n •:3) s·:-:.e 
s ~, .. ,;J,..Y ~:t-,ç;~Ht çH.'s : Er~ 
s:·. :; !.. !: CDf,T!">;G C'c ~~;.:.>~•!Sl CY!:!:S!: \•.'J TH A PL II STJCS ~ ! SD!::: 1l!SQ:'\ 
( P~:.s1 :c-:-.\· · c:"~-~:·~:· . .:; c.~-<·; 9P 100 1 (DE~vocia) ni :::,••!c::.; 
P~E 1 ,\R ,\' :c·.: P<::,·:.·.;;~) ·: :J.:J ::"'J.-:TH FOR IICOU 1 2 1-.ï<. CO.\! : :.:.J 1HE 
c ·~ E ;: s ~ T •:: : c E ..... : : H - s .... : E. F u.,:; I c ! 0 E- c 0 ~~ T,\ ! 1\ ! !~G D : s p:: !Is ! C' :~ 
..; : : ·: . .: :< · : i-i ;,; -:- :~ s ;, :._~ :· :G ·,:;,s ~FfECT J VE FOf.: t.;;> 10 <: ':.'i<. 
: :;C<l [ :• s : ·:G TH:': >_·,r.:;:c : :..:: cc·.;c::. TO I~ OI O 1\0T Jr.'i'fWV!: THE 
! !,H:J : ~C l ' ::FFEC"!' . t:::s · ~E~LJ!.. ' S ':.'ERE O!.lTA ! N!:.D \·:HE !~ THE CH!:.ES ES 
',\!:.R ;. ! !.:·; ;:II S~D ~cm " ;:~·:: SEC:O:>~!.)S !:H O 11 S OLU T JO'~ OF THE 
c:.; ·: -' !C ! D:: ( 1: :.: ) , T!-lC: ~'i ê fiT :. :::: .T GJVJ NG FR EEOQ!,I F RO!I~ r.'OU !.. D 
G<;C.-. T:-1 F ~R '~ 8 - 5? üiiYS . (F~) 
R..> IO? o f t11e f:.mç;a l fl o:•;, i n t he uCCL!IIIU l a tion o f ca l c iur11 a nd 
p t1o:,ohorus nt the s_:~ · .·cc· c• f Cu•n.: •·l~er t - t ype cheese . 
Rvle Cf.::- l a f lorc fo:. ~:•<;:.J(· Cé.:ns I';:Jccumul a t ion du Céll ci um et 
d u ut,u s phor-c <! l a su:' f <:cc r!cs fromage s cu t y p e Camembe rt. 
r,1._· t c h 0. r.~ . f' <•nni , .: . 
L: •tJ. c c Oioc'' i •1ic llppl iqu<:! e> t Er~S AlA), 32 n u e 
Sa i •H c - Ci1the r·ine , !)..;(':'(' t.:.~"lcy , Ft'éi!1C<:! . 
Lui t, 107E , 59 . ~~7 . ~3G-2S~ 
L ., rHJUë~h~s: Fr· 
1 G I'E' f. 
CJ" t en : s o f C,'l and p 1lOS!) ' li1te i n tl1ç centre l)or ti o•1 of 
C a·!l.:ou~er: ctlecse v;;n\,•c1 01 1' ; f,:iç• ~Hl y dur• ing 12 GilYS ripening , 
1~ne, ~éiS in thl' CI1CC'$..: Cl'\.:.t thl'y ÎllCI'CêaSt?d siyni f iCélnt ly 11'0111 
..l!)OJl : ne Gth cJay of nip::-nirg \'.'t1el1 expon<?ntial Ç)~"OI·."t!1 o f 
;:>en i ei ' 1 ~un: C.J<.:.C· icolu"r vc :: ~:~r·ecJ . 1n Canr.:·n:ber t c h ecscs t ri~~lted 
v.- it 11 Pll"~ricin t o in 11ioi~ gro· .. : th of P . c:.:s e icu l um, 
acc,.m~t~a : i on c ~ Cn a· H~ o •:u~.;..~a:e in t11e cheE·sc crus t 1vas •!luCh 
les ~. t~1;:•' .·.~~e;) ~ he s:...: :~fac c· :.·\.-.. :;ld \\as p rt·5tn t. l n vitPo st l!di es 
w i \ :' P . cas·? i co' um , ç:"u.,·"l in c. 1 i qu i d 111<?(1 i urn, st1o·.,· .... d t t1.:; \ Cil 
<JCC" '"..: I a : e;;! in t ne my c,,! iuro1 . The p••es ence of A TP or AD P in t he 
ç;ro .-.: r1 :• .ed i u:n s:in~u · ~::eu CLJ u~ta l\ e ; v a r ia tion s i n p h o sptw t e 
con .:, .. a:so in f ll;encec~ Ca il CC ulfl:;lil tion in the my celium . lt is 
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